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hereby dedare the invwSan fofSS ^ which can be used in the 

pray that a natent may be glS ^^""^ " oxycodonij 

ttiemediod&ywhichitistrbeperfor^^S K^T^*^ P'?^^^^^*"^!*^^^ 55 

be particularly described in S ^the A^t%rL^^^^'^*^y aoocptabfe sak 

fellowina statement:- «™ oy tae *^ PropoJOThene is not at preksnt under 

Thfeliwatioa lelatoi to an oral aawotlc STi^kSlS^^' it is definitely recognised 

« aareonc as a weak naicotui and has been inorinSated 
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cq«ulc or syrup, omapnsuig a naicoac wnicn 
bas aibstantial activiiy orally as well as by 
mjectmn, in ccnnbiiu^ with a narcotic 
mtagraist Titich is modi less effective oraUy 
than by injection, the istio of ant^nist to 
MTcooc in die comhinnrioa bdng such tiiat 
the antagonist does not \Ao± Hbtt tSea of die 
narcotic when lie combhudon is administered 
oralty, but does prevent the obtainment of an 
acute ei^orimt effect ^fAen die ownbination 
IS admuustend by iiqection. 
Whtt administtted oaOj in unit dosage 
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form, die conqiosidm provides a fully tS^- 
tove thenpetiM Ase oftfae narcotici ^ibs^ 
tudly undmunighed by presoce of Te 
antagonist. However, when dm combination of 
wave mgiedie^ » extracted and injected, 
die antagonist effecdvely blocks tiie Sea of 


vennon is one suimwc iwc uuu - ■, - , „, 

md cmnpnsmg (a) a con^ond having sub- 
stantial narcotic activity bodi oislly sSd br 
mjection, die oomponnd bemg oxycodone 
hydrooodon^ cademe, pr^piyTdST^ 
pentmocine OT a pharmaceuticaUy acc««able 
^t Aereof, and (b) a narcotiJ 
whidi M snhstantialty less aaive oiahTdian 
by miection, die narcotic antagonist befaig 

daydro - M^hydioxynSrr^phhuie or a 
salt dieteof, or (3) 

mahyletfiyl) - 6,14 - mto - edianMetra- 
hydrooripjTOne or a pharmaceudc^^S- 
^ salt di^eof, du: weight ratSrf^ 
(b), calcnlated as die fieTGise, 
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01) We, BNDO LABORATORIES INC, 
a Corporation organised and existing tinder 
.iSJ^^^ Stale of Delaware, located 
at 1000 Stewart Avenue, Garden O^, New 
Yodc 11530, United Sfates of Am^aT^ 
nereby declarer tiie invention for ^rfiich we 
pray tiiat a patent may be granted to ua, and 
tiie mediod by whicb k is to be performed, to 
be pardcularly described in and by the 

zdlowim statenient: 

This mvention relates to an oral narcotic 
conipositiQn. 

In general, narcotic addicts do not obtain 
narcotic satiafiaction or a "liigh" from the com- 
parativdy slow, diffuse, and attenuated effect 
c£ narcotics taken orally. Instead ihey seek the 
rapid, concentrated, and nndiminished effect 
^^i^^ narcotic, preferably intravenous 
or *niainline'^ to achieve the desired acute 
eaphoxiant effect of a satisfactory "high". 
Consequendy, addicts sometimes obtain the 
more easily procurable oral narcotics snch as 
analgesics and antitusaves> and extract die 
narcotic substance so that it can be injected. 
Thus, MPcotic abuse tiircwgh diveiaiaa of oral 
narratic Aaapaitic drags into channds for 
mjertion by addicts has become a setious 
problem m medicine and pnbHc hedlh. 

This invention provides a narcotic com- 
positian for oral administTBtjoo, e^. a tablei^ 
capsule or symp, coEmpriamg a narcotic which 
has rabstantial activity oratty as well as bv 
injectiop, in combination with a aarartic 
antn ^ t st which is mudi less effective orally 
than by h^ection, tiie ratio of antagcmist to 
narcotic in the comfamation bcfa^g such that 
the antagonist does not block the effect of the 
narppticwhea the combination is administered 
(walty, but does prevent tiw obtahmicsit of an 
acute «i^tiant effect when the comhmatian 
is admuustered by injection. 

When admhtisEeted orally m unit dosaee 
ronn, the compoatioa provides a fuHv efes- 
tiwdierapeutic dose of the narootia mbstan- 
tially undamnished by presence of tiie 
antegoxusL However, when & r^Hn nrrnn of 
^ve higrediems is estcacted and mfccted 
the amagonist effectively hkds die rfect of 


die narcoti^ preventing obtainment of die 

non removes the mcentive for diversion of the 
orugB mtD otiier diaimels and uses 

composittona of tins mvention is osycodont 

hy<hTOodone,ccdeme, propoxyphene or nent^ 
«aneaaj^^ 

lociw, ftopoxyphene IS juit at present under 
narcotic omtro!, but it is definitdy recognised 
as a weak naicttic. and has been incrin&d 

titm. Fentazccme likewise L not at present 
mdcr narcotic control In die how- 
era5, It » a mixed weak narcotic antagonist 
m. botderime narcotic, from which die iirco- 
tic component has emerged suflBdendv to 65 
cause a significant number of cases of drua 
abuse and addiction. 

^ The narcotic antagoniBt used m tiie inven- 
txon has substantia greater effectiveness 
wtei administered by mjection tiian when 70 
admmistered orally; the antagonist is naloxone. 
N-cycIo pniOTlmethyl ^ - dihydn> - 14- 
hydira^omroiiifaone or 21 - cydopropyl- 
7a - (1 - hjdrosy - 1 - mediyletiiyl) - ^I4- 
mdo - ethmo - tetrahydrooctpavme (or di- 75 

The phannaoeutical ooai^ositioo of die in- 
•rontion is one suitable fig oral 
and OHiqjtiajng (a) a componnd having sub- m 
ftantial narcotic activity botili orally and by 
injection, the coapouod bang oroodonfe 
hydrooodon^ coddn^ propasypbcmTM 
pe nnrmr i ne ot a phannaoendcally acceptable 
Mk tiiereot and (b) a narcotic a^gooist m 
whiA ia substantially less activB oSh^than 
Dy nuectun, the narcotic fliifBflnn.> being 
a Bhanaaceutically aocepb^ 

ofliydro - 14 - lydro^normniyTiinonfr or a go 
pharmannTn r Hl ly acceptable saUt thereof, ot g) 

(bX calculated as die free basei being 
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RadD^sritii Rfldo widi 
(b)(1) (b)(2) or (3) 


ozyoodone 
Iiydxocodone 

propQiQfpheiie 
pentBsaodiie 
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so that Q>) does not block the narcotic e&ct 
of (a) when the composition is administered 
10 orauy tmt does ptevent an acute eaphodant 
effea by (a) when die ooinposition is ii^ec* 
ted« 

The oon^ositions of the invention aie con- 
ventional oial narcotic compositions, exo^ 

15 for ^ inclusion of the narcotic antagonist 
In the case of tablets, they wHl geaietally con- 
tain 5—100 mg of the narcotic and 0.001 — 
50 mg (usualty 0.003—5 mg) of the antagon- 
ist. Liquid preparations vnll generally con- 

20 tain 1--20 mg/ml of the narcotic and O.0O0E2 
— ^10 mg/ml (usually 0.0006«-1 mg/ml) ci 
the antagonist Additional drugs, e.g. antir 
hiscanunes, nonrnarcotic analgesics and and-- 
spasmodics may ht induded, along widi con- 

25 vendonal ezdpients in conventional amounts. 
The f oUowmg are some spedfic Examples 
of &e conmositions of the invention and the 
uses to ^ch they can be put 


KTnmplR 1, 

30 Oxycodone with Ndoxom — Oxycodotbe 
Is an effective oral narcotic analgesic and is 
genczalfy toed in a dose of about 5 mg. of 
oz/oodone hydrochloride per tablet, toother 
with aspirin^ phenaoedn and caffeine ^similar 

35 to ±evrdl known ''APC with Godeinc^O- The 
addict vrotdd probably have to inject tiie 
naroidc fg^^ya* from 6 — 12 tablets to obtain 
a«higji". 

In the oompofftxons of this inventian, die 
40 tablet (or 5 ml dose <d liquid) ^ould contam 
about 5 mg of os^codone hydrodiloride (or 
equivalmt as the base os: salt) mgedier with 
0,01—03 mg. of naloTCone hydrodiloride (or 
eouivalent as base or salts) with or widioat 
45 ailitiond drugs sudi as aspkin, phenao^ 
and cdfetne. The preferred tablet dose is 
oxycodoitt hydrochlonde 5 mg. and naloxone 
hydrocbloride 0.1 mg-y togedier with a^irin 
224 mgo phenvaedn 160 mg, and caffeine 32 
50 mg. 

BxampTe 2. 
Hydrocodone tmA Ndoxone^ — i^pdro- 
cff^""^ is an eSecdvc oibI narnortc antitussive 
analgesic and is genexally used in a dose of 
55 about 5 mg. of hydiooodonfi bitartcate per 
taldet or per 5 mL of syrup. Hie addict would 
mobahfy have to inject' tiie narcotic extract 
from 1 8 36 tablets to obtain a '^i^". 
In ihe conmonentB of this tnveotiQtt, die 
60 tablet (or 5 xnL dose of liquid) diould 
tain about 5 xng. of faydrocodooe Utaxteate 


(or equivalent as base or, salt) together wiih 
0.003 — 0.1 mg. of naloxone hydrooibride (or 
equivalent as base or, salt) with or without 
aaditional drugs such as antihistamines (e.g., 65 
cblorpbeniramiTie maleate), vasoconstdctois 
(e.g9 phenvlef^hune hydrochlonde)^ lum- 
narcotic analgesics (e.g., acetaminophfii^ anti- 
spasmodics) and caffdne. The prdrorxed tssblex 
dose is hydrocodone bitartrate 5 mg, and 70 
naloxone l^rodiloiide OSB mg. 

Example 3. 
Codeine with Ndoxone — Codeine phos- 
phate is an effective oral analgesic and anti- 
tussive wfaidi is generally used in doses of 75 
7.5 — 60 mg. tabl^ as an analgesic and 10 
n^. tablets or liquid dosses as an antxtnssxve 
with or widunit addittcmu non-narcotic drugs 
like APC (aspirin, phenac^, and caffeine). 
The addict wuld probably have to inject the 80 
narcotic extract from 4—^ tablets of die 60 
mg. strength to obtain a '*ldg^^. 

In the con^ositions of this invention, die 
tablet should contain 7.5 — 60 mg. of codeine 
phosi^biate or (equivalent as base» «dphate or 85 
odier salt) together widi OSB — 1 mg. of 
nsloxone hydroddoiide (or equivalent as base 
or salts), with or widiout additional drugs such 
as aspirin, phexiaoetin» and caffeine. The pre^ 
ferred taMec dosage is codehie phosfdiate 30 90 
mg. and 0.1 mg. of naloxone hydrradotide, 
togetiier with miixin 224 mg., phenaccrin 
1& mg., and caffefaie 32 mg« 

Bxample 4. 

Propoxyphene with Naloxone — Ptopoxy- 95 
phene hydrochlonde is wid^-used as an oral 
analgesic, generally in a 65 mg. dose vndi 
aCT>lriTi3 or with aspirin, phenaoedn, and caf- 
feine. The addict would probaUy have to in- 
ject the narcotic extract nom 4---8 'tabkts to 100 
obtdn a **hl^". 

In the conq)oaidans of this invention^ the 
tablet should contain 30 — 65 mg. of ptoposy- 
phene hydrodilodde (or equivaleiit as base or 
sal^ to^tiier with 0.03—1 mg. of naloxone 105 
hyiuocfaloride (or equivalent as base or sak), 
•smi or widumt a^irm or AFC (aspidn, 
phenagtfm, and caffeine). The preferred tablet 
dosage s pnqHU^phene hydrochloride 65 
mg. end naiosaie hydrod&nUle 02 mg.j 110 
lier with aspidn 224 phfinaoetm 


Iw mgo and caffdne 32 

Example 5. 

Fentasocme with Ndoxone — Pentazocine 
is an effective ord analgesic vdiidi is genaaSy 115 
used as a tablet rMtrmWy^ pentazocine hydro- 
chlozide eqaSvaleot to 50 mg of the base. The 
addict woud probabfy have to ioject tiie ac- 
tract £tom 4 — 8 tablets to obtain a ''hi^''. 

In the cniiipo«fri<His of this inventiozi, the 120 
tablet should Ciyf^H^i 50 mg. of pentszodne 
base in die form <tf die hvdrodloride (or 
equrvdeot as the base itsdf or odier salts) 
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to^iar ^ O.Q^-0.6 mg, of nabsone 
hyarochTonde (or equivalent as the base or 
8ak\ The prefered taUet dose is peDtaxodne 
hydrochloride equal to SO mg. of the base 
tDgedier wsk 02 xng, cf naloxone hydio- 
diinride. 

The <Mher fiotagoni^ mentioned heieaip 
aboTO^ esce^ for the ^n^M naiootic-aiitBsan- 
ist pentazocine, can be substitixted for nuaoc- 
one in the above EsBnq)les, at the fbOowiog 
mubiples or fractions of die mhxm dosi^ 
given: N - cydoprapsAxnell^ -< 7,8 - di- 
hydro - 14 - hydro^nonnocplunone «- 1/3 (of 
naloxone do&ge in xngt) and 21 - cydc^ 
propvl - 7c - (1 - hydroxy - 1 - nsetbyl* 
ethyl; - 6^14 - endo - eth&mytecrafa|dioozi- 
pavine - 1/3. N - cydopropybnethyl - 7,8- 

dihydro - 14 - hyd r<iKy tiAmAiyhf«yi^». gj^j 

21 - cydopiopjrl - 7a - (1 - hydroxy - 1- 
mediylethy!) - ^14 - - dhanoteixahydt^ 
oripavtoe are also used in comUnatiOfx with 
pentazocfaie, eadi antagonist bdsg at 1/3 the 
naloxone ing. dosage. It is undeisiood that 
phannaoeutiCBay acceptable add addifion sahs 
of the nacootic antsgbniBt bases can also be 
used. 

WHAT WB CLAIM IS:— 

1« A phannaoeatical conqjoahion suitable 
for oral adnrinistration con^ristng (a) a com- 
ponnd having substantial natcc^ activi^ both 
ocalty and hy ii^ection the compound* being 
oxycodonei nydroco(Unie> codeine^ piopoxv- 
phene or pentazocine or a pharmaceuticaUy 
acceptable salt theceof^ and (b) a narcotic 
antagonist whidi is substantially less active 


oraDy than by i^ection^ the iiarootic aDtagQ2>< 
ist being (I) nauttone or a ^lannaoeadcalb 
acceptable salt dmeof j (2) N - cydoprqpyh 
metfayl - 7,8 - dihydio - 14 - bf^asj- 
xusmorphinone or a pharmaoeutlcally aocqpt^ 
itie 8dt thereof, or (3) 21 c^dopzopyl - 
(1 - hydros - 1 - methylethyl) - 6M - ^ndb- 
etiunotetiahydroozipavine or a phannaceutio* 
eliy aoc^nable sak. tbeieoL the might ratio 
of (a) to (b), calculated ta the free base, being 

Ratio with Ratio with 
a (b)(1) (b)(2)or3) 


os^Godone 

hydrooodme 

oodebe 

pn^Koyphene 

pentazocine 


5:0.1 
5:0.CB 
30:0.1 
65:02 
50:02 


15:0J 
S:0X>1 

90: ai 
195:02 
150:02 


so that (b) does not block the narcotic effect 
of (a) vAisx the composition, is administered 
orally but does prevent an acute euphoriant 
effect by (a) vrhen the compositton is in}e&^ 
ted* 

2. A oooTOsitlcm according to daim 1 
vi^ierein (b) is (2) or (3). 

3. A coznpoaition aoooniing to daim 1 sab- 
stantially as described in aiiy one of the 
Examples. 

J. A. KBMP AND CO,, 
Chartered Patent Agents, 
14, South Square^ 
Gray's Ixm, 
London, WCIR 5£U. 
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